Because schizophrenia is a progressively deteriorating disease that irreversibly affects quality of life, life expectancy itself, as well as cognitive, social, and vocational performance, attempts to detect it and treat it as early as possible are obvious goals of therapy The importance of early detection and treatment is underscored by the fact that the onset and aggravation of psychosis occur in late adolescence and early adulthood, a time when many life-long vocational and social milestones are determined. Hence, it is reasonable to assume that any action that postpones the onset or aggravation of active psychosis will have long-term benefits.

The notion of early treatment of psychosis and schizophrenia was brought to the forefront of clinical research by an article by Wyatt,^[@ref1]^ who, after comparing the outcome of patients whose illness started before and after the availability of antipsychotic drugs, concluded that the latter had a better long-term outcome. Coupled with the observation that, in the years before psychosis and schizophrenia fully manifest, other less severe and less putative manifestations emerge, this raised the hope that these earlier manifestations could be used to diagnose impending illness and possibly prevent it or ameliorate its prognosis. Furthermore, as clues about the pathophysiology of schizophrenia are emerging, such as genes of predisposition, it becomes reasonable to hypothesize that, if these clues translate into reliable biological markers, they will assist early detection and, moreover, earlier treatment. Similarly, identification of environmental effects increasing (or decreasing) the risk for schizophrenia raised the hope that these risk factors could be manipulated toward primary or secondary prevention. Moreover, the observation that, even after the first psychotic episode has occurred, persistent pharmacological treatment can produce lengthy psychosis-free periods in most patients led investigators and clinicians to view the early phase of the illness as a "window of therapeutic opportunity"^[@ref2]^ Supporting the view that early and persistent treatment has long-term benefits is a study demonstrating that the functional outcome after 15 years of follow-up is affected (negatively) by the cumulative time of active psychosis during the first 2 years of illness.^[@ref3]^

For all these reasons, the last two decades have witnessed a proliferation of treatment structures focusing on the period surrounding the first episode of psychosis. Some of these structures are operating as clinics within the traditional medical/psychiatric establishment, some from youth centers and even malls, and others in the form of hotlines and Internet sites. All these efforts are aimed to detect future psychotic individuals as early as possible, bring them to treatment, and keep them in treatment.^[@ref4]^ Furthermore, a longstanding biannual international meeting (International Conference on Early Psychosis) , hundreds of individual articles in peer-reviewed journals, special journal issues devoted entirely to the subject of premorbid and recent-onset psychosis, a plethora of books, as well as specific guidelines to treat early psychosis all serve as evidence of the importance clinicians and investigators assign to the very early phases of psychotic illness. Following the trend in academic psychiatry, in their quest to provide the most cost-effective care, governments and health care providers are investing in research and practice of early detection and persistent treatment of the early phases of psychosis. Government-funded research networks have proliferated in the USA, Germany, Norway Australia, UK, and Canada, to name but a few.

An overview of the research and treatment activities associated with the premorbid and recent-onset psychosis reveals the acquisition of novel, valuable knowledge - and some disappointments. The valuable knowledge has been concentrated in identifying genes that may predispose an apparently healthy individual to discrete, putative manifestations related to schizophrenia (ie, endophenotypes) . Putative manifestations, such as poor attention^[@ref5]^ and other cognitive deficits,^[@ref6]^ are present in patients and their non-ill first-degree relatives more often than in the general population. Investigating the endophenotypes related to schizophrenia is valuable in terms of both understanding the illness and developing markers that are likely to be present even in the absence of full-blown manifestation of illness. Furthermore, accumulating evidence indicates that environmental factors affect the likelihood of presenting schizophrenia^[@ref7]^ and that at least some of the risk factors can be modified and reduced.^[@ref8]^ Progress has also been made in understanding the characteristic response to treatment^[@ref9]^ of individuals recently affected by psychosis and improving their treatment.

The disappointments, on the other hand, consist mostly of the inability to utilize the early manifestations (behavioral, cognitive, and emotional deficits) as reliable, clinically useful markers predicting psychosis and schizophrenia and apply them toward secondary or primary prevention. This is because the subtle cognitive deviations from established norms and the occasional social withdrawal,^[@ref10]^ depressed mood, or apparently odd and even pathological behavior^[@ref11]^ that have been suggested as markers for future schizophrenic illness are all too common in the general population of adolescents and young adults. Also, schizophrenia as a fully manifested syndrome with the characteristic downhill course is a rare disease in the general population (\<1%). Therefore, it is difficult to diagnose a rare disease based on behaviors, emotions, and performances (mostly cognitive) that are very common in the general population.^[@ref12]^ Consequently, effective treatment of individuals before they manifest psychosis, without unnecessarily treating those who will never manifest it, will remain an elusive goal until we can identify valid biological markers and environmental risks on the causative pathway to psychosis.

Finding reliable markers heralding schizophrenia and applying them toward prevention
====================================================================================

Despite the undisputable evidence that the degree of relatedness of an individual to another individual already affected by schizophrenia increases the risk of manifesting the illness, most individuals diagnosed with the disease do not have an affected relative. Furthermore, the concordance among monozygotic twins is \<50 %. Taken together, these points indicate a genetic contribution to the illness, but rule out the possibility of simple mendelian inheritance and underscore the environmental contribution. To explain the mode of inheritance of this illness, as well as the delayed and very heterogeneous manifestation, it was hypothesized that multiple susceptibility genes interact with environmental influences. However, before such a hypothesis can be validated, major obstacles have to be overcome.

The first obstacle is in the realm of identifying *multiple susceptibility genes* acting additively or multiplicatively to affect brain function by modulating neural development and neurotransmitters and hence the corresponding brain microcircuits.^[@ref13]^ This task is particularly daunting since each gene probably confers a small risk or protective effect (no more than threefold) and, at the same time, could modulate the effects of other susceptibility genes. Hence, it is likely that more than one constellation of genes will act together to produce susceptibility to the same particular behavior, emotion, or pattern of thinking. Similarly, the same genetic constellation could have different behavioral manifestations depending on environmental interactions. Even after genes conferring susceptibility for psychosis have been identified, it is still essential to determine how the specific gene product (protein or enzyme) affects neural transmission and brain circuits, and translate these effects into welldefined emotions, behaviors, and cognitive functioning (or phenotype). Despite these obstacles, some biological markers associated with schizophrenia have been identified, such as met/val substitution on the catecholamine *O*-methyl transferase gene *(COMT)*, which accounts for a small part of the cognitive impairment among some schizophrenia patients. More important, however, is the observation that the malfunction in COMT, an enzyme affecting dopamine metabolism, can be conceptually placed on the etiological pathway to the illness, which gives the finding a biological plausibility. Furthermore, despite the fact that markers like the *COMT* abnormality explain only a negligible fraction of the vulnerability for schizophrenia, such findings open the way to decompose the schizophrenic syndrome into biological subcategories with corresponding clinical manifestations. Thus, keeping the prevention paradigm in mind, it could be plausible to intervene pharmacologically in future patients and in their nonaffected first-degree relatives who carry the mutation. Unfortunately, at this stage, there exists no sufficient biological rationale or adequate and putative pharmacological tools to conduct large-scale definitive trials to test these hypotheses.

Second, constellations of genes might at best confer susceptibility for abnormal emotions, behaviors, and discrete intellectual deficits, which represent the illness intermediate endophenotypes for the illness, but not for *diagnostic classifications* agreed upon by expert committees. Yet, the designation of an individual as a sufferer of schizophrenia is still based on a cluster of abnormal behaviors, emotions, and perceptions, which together have an impact on social and vocational performances. Similar, but not identical constellations of susceptibility genes might determine the manifestation of any combination of anxiety, depression, and withdrawn behavior. All such manifestations are not only part and parcel of schizophrenia or comorbidities, but are also manifestations of other *Diagnostic and Statistical Manual of Mental Health (DSM)* disorders, such as anxiety disorder and dysthymia. This puts schizophrenia on a continuum with other mental disorders, and leaves the phenotype for which early predictive biological markers are investigated uncertain.

It is possible that our current knowledge of brain functioning and malfunctioning parallels the knowledge of the cardiovascular system functioning and malfunctioning several hundred years ago. At that time, it was far from obvious that a common atherosclerotic etiopathophysiology could underlie the occasional palpitations related to mild myocardial ischemia, the sudden chest pain related to acute myocardial infarction, the occurrence of night dyspnea, and the swollen legs related to congestive heart failure, all of which affect physical functioning on a continuum of severity It was also not obvious how to distinguish between the transient elevation of glucose blood levels due to the stress of acute myocardial infarction, which is an epiphenomenal marker of active illness not etiologically related to the underlying atherosclerotic illness, and the persistently abnormal values of blood glucose level due to diabetes mellitus, which is a marker of risk etiologically related to the underlying illness. Moreover, it could not even be conceived that different constellations of genes, such as genes predisposing to abnormal lipid metabolism, abnormal glucose metabolism, and hypertension, could alone or in interaction increase the risk for the same lesion (the atherosclerotic lesion) , which could be manifested as cognitive impairment (vascular dementia) , chest pain, or the inability to walk or sleep flat. No wonder, therefore, that the classification and treatment of psychosis, anxiety and depression might be revolutionized by a more profound biological understanding of brain functioning and malfunctioning. Perhaps then it will be possible to diagnose impending psychosis by observing aberrant behavior coupled with a biological marker in an adolescent and distinguish it from the eccentric behavior that is part of normative adolescent turmoil.

The third hurdle consists in linking between putative *environmental influences,* genes, and the onset of schizophrenia symptoms. For example, famine during a specific period of pregnancy is a putative environmental effect that has an impact on the genetic vulnerability to schizophrenia^[@ref14]^ only during a limited time window (critical period) of development, but has no effect outside this period. However, periods as long as 10 to 15 years may elapse between exposure to the environmental influence and initiation of the disease process (induction period), or in the case of schizophrenia between initiation of disease process (ie, prodrome) and the diagnosis of the disease (latency period). Long periods of time between the critical, induction, and latency periods make it difficult to detect the real causal agents, and the strength of association between an exposure to the environmental influence and the disease. Furthermore, some of the risks for schizophrenia, such as intrauterine stress and birth complications, late age of father at conception, drug abuse, head trauma, urbanization, immigration, and poor social status, are common to other diagnostic categories and behavioral abnormalities than schizophrenia. The difficulties in defining the schizophrenic phenotype further increase the difficulties in associating between the risk and the illness. Again using the cardiovascular paradigm projected several hundred years ago, it would have been difficult to link smoking and plenty of food, both symbols or prosperity and happiness, to disease. It would have been even more difficult to take the next step and hypothesize that predisposition to smoke^[@ref15]^ or eat excessively^[@ref16]^ are affected by individual genetic makeup and that the end result (the metabolic syndrome, the atherosclerotic lesions, and the consequent cardiovascular malfunction) reflects the interactions between genes and environment.^[@ref17]^ Hopefully, in the foreseeable future, apparently puzzling findings, such as the synergism between family history and living in an urban area increasing the risk for schizophrenia,^[@ref18]^ will be unraveled. Fourth, despite the broad agreement among schizophrenia researchers that premorbid and prodromal manifestations exist, the characteristics and prevalence of the manifestations are far from well elucidated. To fully elucidate the *premorbid and prodromal manifestations* and their respective prevalence, it is necessary to follow a randomly sampled birth cohort throughout the entire age of risk for schizophrenia. A related, but less informative, strategy is to follow apparently healthy individuals hypothesized to be at high risk for schizophrenia, such as first-degree relatives of affected individuals. Unfortunately, the birth cohort strategy is impractical because schizophrenia has a very low incidence and the age of risk spans more than four decades of life and appears to be different for males and females. Thus, following a birth cohort of 10 000 individuals for 40 years, starting at age 5 would detect approximately 90 cases of schizophrenia (not accounting for attrition), which is insufficient to make any statement regarding the premorbid and prodromal manifestations, considering the apparent low prevalence and heterogeneity Also, the high-risk strategy is limited in scope since it excludes the overwhelming majority of future schizophrenics, who do not have affected first-degree relatives. Therefore, the most practical designs to learn about the premorbid and prodromal phenomena have been the taking of the personal and psychiatric history upon the diagnosis of psychosis or schizophrenia. However, this strategy is dependent on the availability of a good, objective informant and is vulnerable to recall biases. Occasionally, it has been possible to access detailed psychometric aptitude tests and scholastic records of schizophrenic patients collected many years before the illness was manifested and diagnosed or even suspected (the prospective historical design) . However, since the information was not collected with the goal of elucidating the premorbid or prodromal characteristics of schizophrenia, it often lacks the putative details, which would be helpful to understand the path from premorbid manifestation to full-blown acute psychosis. Therefore, it is not very likely that in the foreseeable future it will be possible to map the trajectory leading from an apparently normal or only slightly deviant childhood to severe mental illness.

Fifth, the unavailability of reliable markers of impending illness vis-à-vis the stigma associated with the illness^[@ref19]^ and the impact that being "at risk" could have on the individual raise major *ethical dilemmas* for those who propose treatment of individuals who have not yet manifested psychotic symptoms.

Sixth, even if the ethical dilemmas could be resolved, there is still insufficient data proving that current *pharmacological and/or nonpharmacological interventions* are effective in preventing or delaying the transition from the prodromal stage to the active stage of the disease.^[@ref20]^

In summary until a better understanding of brain functioning and the biological pathway leading to severe mental illness and psychosis are achieved through a combination of basic research and translational research, it is reasonable to focus on improving the treatment of those who already manifest psychosis.

The characteristics and treatment of the first episode of psychosis
===================================================================

The notion that patients have different treatment needs and treatment responses during the first 1 to 3 years following the onset of psychosis and schizophrenia compared with the needs and response to treatment during the rest of the illness, has been raised and researched since the 1980s.^[@ref21]^ During the first few years of illness, patients have a more active illness with a course characterized by sharper distinctions between remissions and exacerbations. Many, but not all, patients have a downhill trend, which plateaus later on.^[@ref22]^ However, before embarking on comparisons between more and less recent-onset psychosis patients, and before hypothesizing what can account for these differences, two caveats should be considered: one related to the definition of the terms and the other to the patient population.

Recent-onset psychosis and first-episode psychosis are not *DSM* diagnostic terms, but terms of convenience often used as a criterion for intervention trials or to define patients enrolled in follow-up studies. Recent-onset psychosis often defines individuals who received a diagnosis of psychosis within the last year,^[@ref23]^ but other authors have used the term for individuals who have received the diagnosis within the last 3 years.^[@ref24]^ Regardless of the term used, or the definition of the term, it is difficult to determine the actual onset of psychosis.^[@ref25]^ Determining when the episode started, or even if this is the first episode, is based on memory of the patient or the individual providing collateral information. Unfortunately, the recall is often incomplete or biased.^[@ref26]^ The patient may not be aware that the perceptions and thoughts experienced before the diagnosis were manifestations of psychosis and/or might not have shared these experiences with the individual providing collateral information. Access to mental health services, the choice of the social environment to refer to treatment or to tolerate and contain the patient, and the severity of the illness,^[@ref27]^ all contribute to the gap between onset, diagnosis, and treatment of psychosis.

The *patient population* referred to with the terms recentonset and first-episode psychosis is generally an adolescent population, since late adolescence is the time of peak incidence for psychosis and schizophrenia. Therefore, any conceptualization of recent-onset or firstepisode psychosis must take into consideration the characteristics, needs, and often peculiarities of this age. For example, it is useless to focus on the lack of insight into the illness and the poor cooperation with treatment, without considering the rebelliousness, inexperience, and sensation-seeking behavior characteristic of this age.

With all these caveats in mind, a few characteristics of recent-onset psychosis patients and their response to treatment are apparent and distinguish them from more chronic patients:

-   Significant improvement in psychotic symptoms occurs in the majority of patients.

-   Inadequate improvement in negative symptoms and cognitive deficits.

-   Enhanced sensitivity to extrapyramidal symptoms (EPSs).

-   Doses of antipsychotics at the lower end of the therapeutic range are sufficient to achieve improvement in psychotic symptoms.

-   Rapid, significant, and persistent weight gain occurs.

-   Presence of comorbid symptoms, such as postpsychotic depression, suicide attempts, and violent outbursts.

-   Frequent use of alcohol and cannabis.

-   Lack of insight into the illness and, consequently, poor adherence to treatment.

Improvement In psychotic symptoms
---------------------------------

Almost regardless of the antipsychotic drug employed, clinically significant improvement in psychotic symptoms occurs in about 80 % of the recent-onset psychosis patients, which is a considerably higher proportion than the response reported for the most chronic patients. The worse response of the chronic patients may be due to an apparent desensitization of the biological mechanism mediating treatment response as the disease progresses, but it could also reflect the loss to follow-up of these few individuals who have a brief episode of psychosis and never relapse.^[@ref28]^

The variance in response between trials ranges between 30% and almost 100%. This is probably due to the criteria used to define response and to the length of treatment, but not due to a preferential response to one antipsychotic versus another. The recommendation of two panels of experts^[@ref29],[@ref30]^ and a semi-regulatory body^[@ref31]^ to use second-generation antipsychotics (SGA) in this population is not based on the superior efficacy of these drugs, but on their better tolerability Well-controlled trials comparing haloperidol with olanzapine^[@ref32]^ or risperidone^[@ref23]^ failed to show any clear advantage of the SGA to suppress or ameliorate acute psychosis.

There have been some suggestions that first-episode psychosis patients might need up to 3 months to show full response to treatment^[@ref33],[@ref34]^; however, this notion was not supported by recent meta-analysis indicating that response to treatment is much more rapid.^[@ref35]^ It is conceivable that rather than a biologically driven delay in the antipsychotic effect, the apparent delay in response to treatment might reflect non-drug-related factors. The confusion and bewilderment associated with the first episode of psychosis and the first hospitalization, and the difficulties experienced by the patient and family to accept and adjust to the new circumstances of a chronic illness that affects most areas of life might delay recovery and hospital discharge.

There exist no firm guidelines on the treatment of the minority of patients who, despite treatment with antipsychotic drugs, do not experience remission of psychotic symptoms or at least significant amelioration. Raising the initial dose, switching between antipsychotics (typical and atypical), and combining two antipsychotics are among the pharmacological interventions frequently employed to treat refractory patients. However, this pervasive practice, which is anchored in clinical observations, is not supported by scientific evidence. Clozapine, the only antipsychotic shown to present some advantages over the rest of the antipsychotics in chronically ill, treatment-refractory patients, appears to be also effective and well tolerated in drug-naive recent-onset psychosis patients.^[@ref36]^ Whether this is sufficient evidence to infer that clozapine is more effective than the rest of the drugs in recent-onset patients who remain psychotic despite initial treatment remains an open question. Another question not yet addressed by controlled trials is how early should a recent-onset psychosis patient who does not respond to the antipsychotic drugs be switched to clozapine. On the one hand, if, as suggested, a longer duration of untreated psychosis has long-term detrimental effects^[@ref37]^ and if most other antipsychotics are not effective in treatment-refractory psychosis,^[@ref38]^ then the switch should occur as soon as it becomes apparent that the individual patient might not respond to the initial drug. Accumulating data indicate that lack of response during the first 1 to 3 weeks of treatment is predictive of lack of response during the subsequent weeks.^[@ref35],[@ref39],[@ref40]^ On the other hand, because of the rare and manageable, but potentially lethal, clozapine-induced agranulocytosis, most recentonset psychosis patients in daily clinical practice are treated with several antipsychotic drugs before they are switched to clozapine. Whether this clinical practice is also the optimal one remains to be seen.

Negative symptoms and cognitive deficits
----------------------------------------

In contrast to the remission or at least marked amelioration of the psychotic symptoms, most patients show inadequate improvement in negative symptoms^[@ref23],[@ref24],[@ref32],[@ref33]^ and cognitive deficits.^[@ref41]^ Even when negative symptoms and cognitive deficits are improved by antipsychotic drugs, the benefit is limited to a 0.2 to 0.3 effect size. This is not surprising considering the process of drug development in schizophrenia and the nature of negative symptoms and cognitive deficits. In the absence of a good conceptual model for schizophrenia, since the serendipitous observation that chlorpromazine ameliorates psychosis, all subsequent drugs have been screened in vitro and in animal models on the basis of their similarities to chlorpromazine or to other drugs already proven to ameliorate psychosis. To reach the market, drugs had only to prove that they ameliorate psychotic symptoms in clinical trials, and not negative symptoms or cognitive deficits. Therefore, currently available agents have not been designed or selected to affect the two later manifestations of schizophrenia, negative symptoms and cognitive deficit. It also appears that the cognitive deficits and, possibly, negative symptoms are not of recent onset, but are long-standing, core features of the schizophrenic disease^[@ref6],[@ref10]^ and that cognitive impairment is inherited independently of psychosis.^[@ref42]^

EPSs and therapeutic dose range
-------------------------------

In addition to the fact that antipsychotic drugs benefit some but not other aspects of psychosis, many recentonset psychosis patients show enhanced sensitivity to EPSs even at doses of antipsychotic that are within accepted therapeutic ranges.^[@ref43]^ The enhanced sensitivity to antipsychotic-induced EPSs appears to be true for both typical^[@ref44]^ and atypical drugs.^[@ref34]^

Doses of antipsychotic at the lower end of the therapeutic range are sufficient to achieve improvement in psychotic symptoms in recent-onset psychosis and are as effective as doses in the middle and high therapeutic range. This finding holds for typical^[@ref45]^ as well as for atypical^[@ref23]^ drugs. In fact, in a posthoc analysis,^[@ref23]^ it was demonstrated that many recent-onset patients experience therapeutic benefits with 2 to 4 mg haloperidol or risperidone, after which the benefits plateau, but not the EPSs. Interestingly, even at low doses, haloperidol produces more EPSs than olanzapine^[@ref32]^ or risperidone.^[@ref23]^

It is not clear at the present why patients who have been ill for several years or several decades need higher doses of antipsychotic drugs to reach therapeutic benefit and why they are less sensitive to EPSs. Biological and/or psychological tolerance to EPSs and to therapeutic benefit could be invoked to explain this phenomenon. For example, dopamine supersensitivity might have developed after many years of dopamine blockade^[@ref46]^ explaining why higher doses might be necessary Alternatively, as the disease continues and remission and improvements become more elusive, patients, their families, and in particular the treating staff become increasingly frustrated and tend to raise the antipsychotic dose and discount the adverse effects. This is paradoxical considering the fact that most adverse effects are dose-dependent and that the only factor that predicts if a patient will remain in treatment at the end of the first year of illness is the dose of antipsychotic drug.^[@ref47]^

Weight gain
-----------

Another adverse effect that affects young recent-onset psychosis patients is rapid, significant, and persistent weight gain.^[@ref24],[@ref32],[@ref48],[@ref49]^ Young patients treated with some but not all atypical drugs tend to gain approximately 5 kg over 2 to 3 months,^[@ref32],[@ref50]^ which is mostly abdominally deposited adipose tissue. Fasting insulin, C-peptide, and triglyceride levels significantly increase, suggesting the possible development of insulin resistance.^[@ref50]^ It is conceivable that the mechanism involved in weight gain is age-dependent, since elderly schizophrenic patients do not gain weight,^[@ref51]^ but it is also possible that elderly individuals have already suffered most of the antipsychoticinduced weight gain and/or that the weight gain is counterbalanced by an aging-dependent weight loss.

Comorbid psychiatric symptoms
-----------------------------

Whether the presence of comorbid symptoms, such as depression, suicide attempts, and violent outbursts, are more frequent during the first few years following the first psychotic episode than during the later years is an unsettled area of research. Similarly, the treatment of comorbid symptoms and behaviors remains a challenge. Attempts to understand depression in recent-onset psychosis patients^[@ref52]^ and to treat it^[@ref53]^ have encountered conceptual and practical difficulties. It is not obvious whether the depressive symptoms are a core feature of the psychotic illness or a reactive response to a severe and debilitating illness. Also depressive symptoms tend to overlap with negative symptoms,^[@ref54]^ neither of which has a good response to treatment.^[@ref55],[@ref56]^

The period around the onset of the first psychotic episode is also a period when patients are particularly vulnerable to self-injurious behavior and suicide.^[@ref44]^ As for depression, it is not clear whether such behavior is a direct result of active psychosis (eg, command hallucinations) that the patient has not yet learnt to ignore, or a result of demoralization due to a chronic debilitating illness.^[@ref57]^ While the ability to predict and prevent suicide is limited, treatment with clozapine^[@ref58]^ or risperidone^[@ref23]^ has been suggested to reduce suicide risk.

Similarly, outbursts of violence have been reported to occur in first-episode patients and are often treated with anticonvulsant medication. However, distinguishing between illness comorbidities and non-illness-related maladaptive behaviors in young adolescents is not always feasible. Exaggerated expression of normal frustration with hurdles of daily life is often viewed and treated as illness-related aggression. Most importantly, a recent analysis of the violent outburst in recent-onset psychosis patients reveals that the majority of the incidents are limited to verbal violence.^[@ref59]^ This, coupled with a recent review indicating that anticonvulsant drugs are not helpful in treating comorbid symptoms of schizophrenia,^[@ref60]^ should incite us to reconsider the clinical practice of medicating poor impulse control and violence in schizophrenic patients with antiepileptic drugs.

Alcohol and cannabis use
------------------------

Poor impulse control, suicidal attempts, and violence in recent-onset psychotic patients have also been associated with frequent use of alcohol and cannabis.^[@ref61]^ The use of alcohol and mostly cannabis was found to be prevalent in recent-onset psychosis patients.^[@ref62]^ Data suggest that increased use of cannabis in this group of patients is not coincidental. One possible explanation is that patients use alcohol and cannabis as a method of self-medication and reduction of the social maladjustment associated with impending psychosis. However, many patients began to use cannabis many years before the symptoms of the illness manifest.^[@ref63]-[@ref66]^ Furthermore, during the premorbid and prodromal phases, there is no relationship between the use of cannabis and premorbid social maladjustment.^[@ref67]^ An alternative explanation is that the premorbid use of cannabis is on the etiological pathway to the illness, and that use of cannabis might interact with other risk factors contributing to the manifestations or aggravation of psychosis in vulnerable individuals. Support for this idea is drawn from a report that the density of cannabinoid receptors was increased in the dorsolateral prefrontal cortex in subjects with schizophrenia, compared with controls.^[@ref68]^ Regardless of the explanation, the increased use of illicit drugs in this population detrimentally affects the long-term outcome^[@ref69]^ and therefore constitutes an important target for treatment. Clozapine has been suggested to be effective in schizophrenia with comorbid drug abuse,^[@ref70]^ but this suggestion is based on a single small trial.

Poor adherence to treatment
---------------------------

Despite the obvious need for treatment of psychosis itself and the comorbid conditions, the treatment of recent-onset psychosis patients is a most challenging task. Substance abuse and lack of insight into the illness, and consequently poor adherence to treatment, are the most often quoted reasons for this difficulty^[@ref71]^ Unfortunately it appears that poor insight is more common and severe in recent-onset psychosis patients who have the most severe and pervasive form of illness in terms of general psychopathology, positive and negative symptoms, as well as cognitive domains.^[@ref72]^ This in turn underscores the challenge of treating the less insightful patients; they are the ones who need treatment most and are also the least likely to accept it. While many of the first-episode patients with poor insight are admitted and occasionally treated involuntarily^[@ref73]^ for the long-term maintenance treatment, the patient\'s active cooperation is essential. It is a particularly difficult challenge to convince patients who have remitted from their first episode of psychosis and who are not yet familiar with the cycling nature of the disease that, despite absence of active psychotic symptoms, they can benefit from maintenance treatment.^[@ref74]^ Long-term studies indicate that, if not maintained on antipsychotic medication, more than 50% of the patients who remitted from the first episode of psychosis will exacerbate during the first year following remission^[@ref75]^ and the percentage will rise during the subsequent years.

Although most practicing psychiatrists and guidelines will recommend that a remitted patient who had a single episode of psychosis should be treated for at least 1 year, there are a number of unanswered questions that reflect the limitations of the current clinical knowledge:

-   Is there a preferred maintenance strategy or drug?

-   Can we identify the 50% of the patients who despite lack of maintenance treatment, will not exacerbate during the first year?

-   Can we identify the patients who will exacerbate despite maintenance treatment?

-   Considering that there are no satisfactory answers for the last two questions and considering the drugs\' adverse effects, how does pharmacological treatment impact on the quality of life?

Most guidelines recommend for maintenance atypical rather than typical^[@ref31]^ antipsychotics in this population. This recommendation is supported by a recent trial comparing low-dose haloperidol with low-dose risperidone in recent-onset psychosis patients, which demonstrated in a posthoc analysis that, once remitted, more patients randomized to risperidone maintained remission for longer periods of time than with haloperidol.^[@ref23]^ It is not clear at this time if this is a class effect or if it is limited to risperidone. A very large pan-European maintenance trail (European First Episode of Schizophrenia Treatment study \[EUFEST\]) comparing five of the most prescribed antipsychotics in first-episode psychosis is currently underway; hopefully, EUFEST will report definitive results in 2006 to answer this question. A related question is how early should depot injectable antipsychotics be considered. It is common practice that depot medications are reserved for the more chronic patient who after years of treatment have either failed on other drugs or showed persistent lack of adherence to treatment. However, in order to best take advantage of the "window of therapeutic opportunity"^[@ref2]^ presented by recent-onset patients, this practice should be reconsidered. Paradoxically, recent-onset patients appear to be the least adherent, but they are also the most responsive to treatment, and hence have the most to gain from treatment and probably most to lose from lack of treatment. Despite some attempts,^[@ref76],[@ref77]^ there are no accurate and clinically applicable markers to predict who will remain in remission despite lack of treatment and who will exacerbate despite treatment. Therefore, physicians, patients, and their families will have to make treatment decisions in an environment of uncertainty, well aware that some individuals will unnecessarily suffer drug-induced adverse effects.
